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AB The present invention provides combination compns . comprising Pt-based 

compds., including satraplatin, along with another chemotherapeutic agent 
such as temozolomide or lonafarnib. The combinations are useful for the 
prevention or treatment of cancer. Method of using the combinations to 
treat or prevent cancer are also provided. 
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AB A therapeutic agent for wet age-related macular degeneration which 

contains as an active ingredient an N-quinolyloxyphenyl-N' -isoxazolylurea 
derivative represented by the general formula (I; wherein Rl and R2 each is 
Cl-6 alkoxy; R3 is halogeno; R4 and R5 each is hydrogen, halogeno, etc.; 
and R6 and R7 each is hydrogen, halogeno, Cl-4 alkyl, etc.). The compound 
has excellent choroidal angiogenesis inhibitory activity and is useful in 
treatments for wet age-related macular degeneration. 
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This invention provides 


crystals 


3 of 


pharmaceutically acceptable 


salts of 



N- [2-chloro-4- [ (6, 7 -dimethoxy-4 -quinolyl) oxy]phenyl] -N ' - (5-methyl-3 - 
isoxazolyl) urea. The salt crystals are used in treating a disease 
selected from the group consisting of tumor, diabetic retinopathy, 
rheumatoid arthritis, psoriasis, atheroma arteriosclerosis, Kaposi's 
sarcoma and exudative age-related macular degeneration. The salt crystals 
have properties appropriate for prepns. for oral administration. 
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AB N- [ (4 -quinolinyl or 4-quinazolinyl) thio or -oxy] phenyl -N' -azolylurea 
derivs. represented by the formula (I) or pharmaceutically acceptable 
salts or solvates thereof [wherein X, Z = CH, N; Y = O, S; Rl, R2, R3 = H, 
N02, NH2, each (un) substituted Cl-6 alkyl or alkoxy or C2-6 alkenyl or 
alkynyl; R4 = H; R5-R8 = H, halo, CI -4 alkyl, alkoxy, or alkyl thio, CF3 , 
N02, NH2; R9, R10 = Cl-6 alkyl, each (un) substituted Cl-4 alkylcarbonyl or 
Cl-6 alkyl; Rll = (un) substituted azolyl] are prepared These compds. are 
useful for the treatment of tumor, diabetic retinopathy, chronic articular 
rheumatism, psoriasis, atherosclerosis , and Kaposi's sarcoma. They are 
also used for inhibiting neovascularization of a target blood vessel by 
contacting them with vascular endothelial cells of the target blood 
vessel. Thus, 100 mg 2 -chloro-4 - [ (6 , 7-dimethoxy-4 - 

quinazolinyl) oxy] aniline was dissolved in 5 mL CHC13 and 0.5 mL Et3N, 
treated with a solution of 100 mg triphosgene in CHC13, and stirred at room 



temperature for 15 min, followed by adding 49 mg 2 -aminothiazole, and the 
resulting mixture was stirred at room temperature overnight to give 31 mg 
N- [2-chloro-4- [ (6, 7-dimethoxy-4 -quinazolinyl) oxy] phenyl] -N; - (1, 3-thiazol-2- 
yl)urea (II). II at 20 mg/kg/day for 9 days inhibited the growth of human 
lung cancer transplanted in nude mice by 92.0%. The compds. I in vitro 
showed IC50 of 0.001-0.0697 uM for inhibiting the phosphorylation of 
the intracellular domain of human vascular endothelial cell growth factor 
(VEGF) receptor KDR (kinase insert domain- containing receptor) in IH3T3 cell 
expressing human KDR. 
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L8 ANSWER 6 OF 9 REGISTRY COPYRIGHT 2 006 ACS on STN 

RN 475108-18-0 REGISTRY 

ED Entered STN: 04 Dec 2 002 

CN Urea, N- [2-chloro-4- [ (6, 7-dimethoxy-4-quinolinyl) oxy] phenyl] -N' - (5- 

methyl-3-isoxazolyl) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN N- [2-Chloro-4- [ (6, 7 -dimethoxy-4 -quinolyl) oxy] phenyl] -N' - (5-methyl-3- 

isoxazolyl) urea 
FS 3D CONCORD 
MF C22 H19 CI N4 05 
CI COM 
SR CA 

LC STN Files: CA, CAPLUS, PROUSDDR, SYNTHLINE, TOXCENTER, USPAT2 , US PAT FULL 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

4 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L8 ANSWER 7 OF 9 REGISTRY COPYRIGHT 2 006 ACS on STN 

RN 475108-17-9 REGISTRY 

ED Entered STN: 04 Dec 2 002 

CN Urea, N- [4- [ (6 , 7-dimethoxy-4-quinolinyl) oxy] -3 -f luorophenyl] -N ! 

isoxazolyl- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN N- [4- [ (6, 7-Dimethoxy-4-quinolyl) oxy] -3 -f luorophenyl] -N' - (3- 

isoxazolyl)urea 
FS 3D CONCORD 
MF C21 H17 F N4 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2 , USPATFULL 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L8 ANSWER 8 OF 9 REGISTRY COPYRIGHT 2 006 ACS on STN 

RN 475108-16-8 REGISTRY 

ED Entered STN: 04 Dec 2002 

CN Urea, N- [3-chloro-4- [ (6 , 7-dimethoxy-4-quinolinyl) oxy] phenyl] -N 1 - (3- 

methyl-5-isoxazolyl) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN N- [3-Chloro-4- [ (6 , 7-dimethoxy-4 -quinolyl ) oxy] phenyl] -N' - (3 -methyl-5- 

isoxazolyl) urea 
FS 3D CONCORD 
MF C22 H19 CI N4 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT 2 , USPATFULL 
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** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L8 ANSWER 9 OF 9 REGISTRY COPYRIGHT 2006 ACS on STN 

RN 475108-15-7 REGISTRY 

ED Entered STN: 04 Dec 2002 

CN Urea, N- [3-chloro-4- [ (6, 7-dimethoxy-4 -quinolinyl) oxy] phenyl] -N' -3- 

isoxazolyl- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN N- [3-Chloro-4- [ (6 , 7-dimethoxy-4 -quinolyl) oxy] phenyl] -N ■ - (3- 

isoxazolyl) urea 
FS 3D CONCORD 
MF C21 H17 CI N4 05 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2 , USPATFULL 



